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Notes on a visit by Peter Lee to IARC on Friday Dec 17th 1993: 

Below is a brief summary of the notes provided by Peter Lee following his visit to 
IARC on December 17th to discuss their ongoing lung cancer / ETS mutlicentre case- 
control study and to compare views on the evidence relating to ETS. 

Peter spent the day with Dr P Boffetta and Dr R Saracci from IARC and also Dr J 
Tredaniel and S Benhamou who are based in Paris and collaborators in the multicentre 
study. 

Regarding the ETS /Lung Cancer mu^icentre case-control study it was noted that the 
objective of the study was to determine if there is a risk of ETS and if so to estimate its 
magnitude. Peter noted, however, that IARC had already accepted that a risk probably 
exists in the tobacco smoking monograph of 1986 and this view was further confirmed 
by the recent Tredaniel review of ETS and all cancer. *■ 

The study has a total of 11 centres in eight European centres. The Canadian centre has 
gone its own way and the Indian centre in Chandrhigar, although collecting data, is not 
to be included in the overall project. 

The timetable appears to be as follows: 

- Data collection started between 1989 and 1991. 

- Most of the data should have been collected by the end of 1993, although some 
centres will continue between 1994 and 1995. 

- Analysis in relation to the main objectives will be based on data collected up to the 
end of 1993 with an expected total of 750 lifelong nonsmokers with lung cancer, 
(both sexes). (A Vienna centre may not be included as it apparently found virtually 
no nonsmokers with lung cancer.) 

- The data will be cleaned up and prepared for analysis during the first part of 1994. 

- In the latter half of 1994 early 1995 the analysis will be performed. 

- It is expected that the slowest stage will be in preparing and approving the 
publication which could take several months. Thus a final publication is not 
expected until 1996 at the earliest. 

Peter Lee suspected that an earlier report maybe given to the EEC who sponsored the 
work - but not much earlier. (There was no mention of the October meeting on 
Tobacco and Health in Paris) 

Further relevant details on the individual centres were as follows: 

- Histological confirmation of the cases was not required nor formally reviewed 
although it will be achieved in many centres. Analyses restricted to confirmed cases 
will be included. 

- There are differences between centres in the selection of controls, being a mixture of 
population and hospital controls in some cases, and in others only one type being 
used. The individual matching of cases and controls was in most cases on sex and 
age and in some cases also on residential area, race or date of diagnosis. 

- Some centres collect data on smoking as well as nonsmoking subjects to look at risk 
by various aspects of the smoking habit. 

- The questionnaire on ETS exposure is very detailed and standardised 


- 1 - 


Source: https://www.industrydocuments.ucsf.edu/docs/gsyjOOOO 


2028366153 



13. Janaary 1994 


DRAFT 


- Confounding factors taken into account also vary from centre to centre: Occupation 
(most centres), diet (half), family history (two), diesel; (one); radon (three); pet 
birds (one). 

- Smoking habits validated by cotinine analysis for controls only (measured as urinary 
cotinine at he American Health Foundation, NY), for some studies. 

- Smoking habits also validated by interviewing the spouse or other next of kin in 
most studies. 

- Samples of blood and oral mucosa will also be taken in most of the centres with a 
view to investigation of various genetic susceptibility markers such as AHH, p450 
etc. This will involved sampling until the end of 1995 in.many cases. 

According to Peter "the study will be quite a powerful one and should allow the effect 

of a number of confounders and of potential sources of bias to be investigated. It will 

clearly be one of the best, if not the best, of the case-control studies on the issue." 

* 

However he acknowledged that there are some general weaknesses e.g. the problem 
of recall bias and accurate quantification of ETS exposure; the lack of subjects from 
Japan, Hong Kong and China. 

In amongst the additional documents that Peter was given at IARC he received copies 
of a 1992 IARC report on tobacco and cancer with some information on the 
multicentre study. This document lists the participants as follows: 

A gency scientists : R. Saracci, P. Boffetta, E. Riboli, H. Bartsch and M. Lang. 

External-Collaborators: 

W. Ahrens, Bremen Institute of Preventive Research and Social Medicine, Bremen, 
Germany; 

S. Benhamou and E. Benhamou, Institut Gustave-Roussy, Villejuif, France; 

C. Gonzalez, Hospital San Jaume i Santa Magdalena, Barcelona, Spain; 

A. Katandidi and D. Trichopoulos, University of Athens School of Medicine, Athens, 
Greece; 

A. Mendes, Lisbon Regional Health Administration, Queluz, Portugal; 

F. Merletti, University of Turin, Turin Italy; 

L. Simonato, Veneto Tumour Registry, Padua, Italy; 

J. C. Winck, Centro Hospitalar de Vila Nova de Gaia, Portugal; 

S . Panico, Institute of Internal Medicine, Naples Italy; 

G. Stanta, University of Trieste, Italy; 

A. Hirsch, Service de Pneumologie, Hopital St Louis, Paris, France; 

G. Pershagen, National Institute of Environmental Medicine, Stockholm, Sweden; 

C. Vutuc, Institute for Social Medicine, Uhiversity of Vienna, Austria; 

L. Kreienbrock, University of Wuppertal, Wuppertal, Germany. 

The Eleven participating centres are listed as: Vienna, Villejuif, Bremen^ Padua, Turin, 
Barcelona, Oxford, Lisbon, Vila Nova, Stockholm and Wuppertal. 

It appears that the questionnaire covering ETS exposure has been standardised and 
translated for all these centres. Additional questionnaires on various other aspects, 
(occupation, diet, family history, radon exposure etc..), however, have not necessarily 
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been standardised and the study centres differ in the questionnaires used on these 
aspects if indeed these aspects are included at all in the studies. 

8 of these 11 centres have 'validated' the ETS questionnaire to some extent. Either by 
interviewing the next of kin to confirm the index subjects responses, (Vienna, Villejuif, 
Bremen, Barcelona, Lisbon, Vila Nova and Stockholm); by reinterviewing the index 
subject to confirm the original interview, (Bremen, Padua, Barcelona, Vila Nova and 
Stockhohn) or by analysis of urinary cotinine samples of the controls, (Vienna, 

Bremen, Padua, and Stockholm). 

Several of the centres are also collecting blood samples to support a further objective 
of the project described by IARC as "exploring the possible role of individual 
susceptibility in the development of lung cancer through the determination of several 
genetic biomarkers in blood lymphocytes of cases and controls". They appear to be 
concentrating on genotype analysis for debrisoquine metabolism and arylhydrdfcarbon 
hydro xilase polymorphisms. 

The "justification of [the] proposed research" is described as follows: 

"Within the frame of the mission and the guiding principles of the Agency's activity this 
line of research is relevant, as it aims at an accurate quantitative estimate to a 
widespread involuntary exposure (ETS) as well as at identifying subjects who may be 
particularly prone to develop lung cancer when exposed to ETS; subordinate^, it may 
accrue quantitative information on the joint effects of tobacco smoke and occupational 
and residential exposures." 
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